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Requirementsfor FINAL REPORTS:

Instructions and Templates

INTRODUCTION

The National Cancer Indtitute (NCI), Divison of Cancer Prevention (DCP) requires afind report that
summarizes dl work performed and results obtained for the entire contract period of performance. This
document presents the format and content required for the Final Report. A draft of the find report shall
be submitted to the DCP Project Officer no less than 60 calender days before the end of the contract
period. The Project Officer will return comments within 30 calender days. The Final Report isdue to
the Project Officer isdue on the final day of the contract period. Use a running header or footer on
each page indicating the NCI contract number (NO1-CN-XXXXX) and the date of report submission
to DCP. A list of therequired sections and order of the Find Report formeat follows:
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Section 1.0
FINAL REPORT
TITLE PAGE

Study title and contract/grant number

Name of the investigationd agent

Indication studied

Description of study: design, comparison, duration, dose and patient population
Name of sponsor

Protocol number

Phase of development (Phase |, Ila, I1b)

Study initiation date (first patient enrolled)

Study completion date (last patient complete, early study termination)
Name and affiliation of Principa or Coordinating Investigator(s)
Contact person for questions arising concerning the report

NCI DCP Project Officer

NCI DCP Medical Monitor

Statement indicting whether study performed in compliance with GLP

Date of Report
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Section 2.0

FINAL REPORT OF CLINICAL STUDY

Contract No.

SYNOPSIS

Protocol No.

Name of Sponsor/Company:

Name of Drug Product:

Name of Active Ingredient:

Title of Study:

Investigators:

Study Center(s):

Study period (years):
(date of first enrollment)
(date of last completed)

Phase of development:

Objectives:

Methodol ogy:

Number of subjects (planned and analyzed)

Diagnosis and main criteriafor inclusion:

Test product, dose and mode of administration, batch number:
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Name of Sponsor/Company: Name of Drug Product: Name of Active Ingredient:

Duration of treatment:

Reference therapy, dose and model of administration, batch number:

2.0 Synopsis (continued)

Name of Sponsor/Company: Name of Drug Product: Name of Active Ingredient:

Statistical methods:
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SUMMARY - CONCLUSIONS

EFFICACY RESULTS

INTERMEDIATE BIOMARKER RESULTS:

SAFETY RESULTS

CONCLUSION:

Date of the Report

Section 3.0 TABLE OF CONTENTS
Section 4.0 LIST OF ABBREVIATIONSAND DEFINITION OF TERMS
Provide aligt of abbreviations, definitions of speciaized or unusua terms, and
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Section 5.0

5.1

5.2

5.3

Section 6.0

6.1

6.2

6.3

6.4

Section 7.0
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measurement units used in the report. At first gppearance in the text, abbreviated terms
should be spelled out; the abbreviation itself must be indicated in parentheses.

ETHICS

Ingtitutional Review Board (IRB): Confirm that the study and any amendments were
reviewed by the IRB. Provide alist of al IRBs consulted in Appendix 17.1.3 and, if
required by the regulatory authority, also provide the name of the committee Chair.

Ethical Conduct of the Study: Confirm that the study was conducted in accordance with
the ethical principles that have their origins in the Declaration of Helsinki.

Petient Information and Consent: Describe how and when informed consent was
obtained in relaion to patient enrollment. Provide a sample of the patient consent form
in Appendix 17.1.3, as well as copies of any other written information provided to the

patient.
INVESTIGATORS/ADMINISTRATIVE STRUCTURE

Briefly describe the adminigrative structure of the study (e.g., Principa Investigator,
Coordinating Investigator, Steering Commiittee, Ingtitutions, centra laboratory facilities,
contract research organization) in the body of the report. In Appendix 17.1.4, provide
the following list of persons whaose participation materialy affected the conduct of the
study, dong with affiliations, role in the sudy, and curricula vitae:

Investigators.

Any other person carrying out observations of primary or other mgjor efficacy
variables, such asanurse, physician’s asssant, clinical psychologig, dinica
pharmacist, or house staff physcian.

Author(s) of the report, including the responsible biogtatigtician(s).

Persons responsible for receiving study samples (e.g., pharmacokinetic, pathology) at
locations other than the Study sSite.

INTRODUCTION

The introduction should contain a brief statement (one page maximum) placing the study
in context of development of the test drug/investigationa product, rlating critical
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Section 9.0

9.1

9.2

9.3
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features of the Sudy to that development. Describe or identify any guiddines that were
followed in protocol development, or any other agreements/meetings between the
sponsor, contractor and regulatory authorities, that are relevant to the particular study.

STUDY OBJECTIVES
Provide a statement describing the overal purpose(s) of the study.
INVESTIGATIONAL PLAN

Overdl Study Design and Plan: Briefly describe the overdl study plan and study design,

using charts and diagrams as needed. Include actud protocol and any changes

(including IND amendments submitted to FDA,, if known, changes approved by the

governing IRB(s), and changes initiated without IRB approval) as Appendix 17.1.1,

and a sample case report form as Appendix 17.1.2. If information in this section comes

from sources (e.g., clinical chemigtry reports, pathology evauations, pharmacokinetic

data, etc.) other than the protocoal, identify  them and provide a copy of that part of the

goplicable report including:

. Treatments studied (specific drugs, doses, and procedures).

. Petient population studied and the number of patients to be included.

. Leve and method of blinding/masking.

. Kind of control(s).

. Method of assgnment to trestment (randomization, Stratification).

. Sequence and duration of dl study periods (including randomization). It is
usudly helpful to display the design graphicaly with aflow chart.

. Any safety, data monitoring, or specid steering/eva uation committees.

. Any interim anayses.

Discussion of Study Design, Including Choice of Control Groups: Discuss the specific
control chosen (e.g., concurrent placebo, concurrent dose comparison, historical) and
the study design (e.g., cross-over, randomized) used, as well as known or potentia
problems associated with the study design or control group chosen. Other specific
features of the design may aso deserve discussion, including presence or absence of
washout periods, and rationde for dose and duration of treatment, especidly for a
chronic illness.

Sdection of Study Population

9.3.1 Incluson Criteria: Describe patient population and sdection criteria used to
enter the patientsinto the study, and suitability of the population for purposes of
the study discussed. Present specific diagnostic criteria used, as well as specific
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932

933

disease requirements. Describe screening criteriaand any additiond criteriafor
randomization/entry into the test drug/investigationd product trestment part of
thetrid. If thereisreason to bdieve that there were additiond entry criteria, not
defined in the protocol, the implications of these should be discussed.

Exclusion Criteria: Specify criteriafor excluson from the study, and provide the
rationae and impact.

Remova of Subjects From Therapy or Assessment: Describe predetermined
reasons for removing subjects from thergpy or assessment observation, and the
nature and duration of any planned follow-up observations.

Treatments

94.1

94.2

943

94.4

9.4.5

Treatments Administered: Describe precise trestments or diagnostic agentsto
be administered in each arm of the study, and for each period of the study,
including route and mode of adminigtration, dose, and dosage schedule.

Identity of Investigational Product(s): Give abrief description of the test
drug(s)/investigationa product(s) [formulation, strength, batch number(s)] in the
text of the report. If more than one batch of test drug/investigationa product
was used, identify subjects receiving each batch in Appendix 17.1.6. Describe
any repackaging of the study drug from the sponsor. Note any use of test
materids past their expiry date, and identify subjects receiving them. Describe
any specific sorage requirements.

Method of Assigning Subjects to Treatment Groups. Describe specific methods
used to assign subjects to treetment groups, including centralized vs. Ste
adlocation, or dratification. Explain any unusud fegtures. Give adetailed
description of the randomization method, including how it was executed, in
Appendix 17.1.7, with references cited if necessary. Present a table exhibiting
the randomization codes, patient identifier, and treetment assigned in the

Appendix.

Sdection of Doses in the Study: Give doses/dose ranges used in the study for
al treatments and describe the basis for choosing them.

Sdection and Timing of Dose for Each Patient: Describe procedures for
selecting each patient’ s dose of test drug/investigationa product and active
control/comparator. Describe timing (time of day, interva) of dosing and
relation of dosing to medls, and note if timing was not specified.
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9.4.6 Blinding: Provide adescription of the specific procedures used to carry out
blinding, including circumstances in which the blind would be broken for an
individua or for al subjects, procedures used to do this, and alist of who had
access to patient codes. If the study allowed for some investigators to remain
unblinded, explain the means of shidding other invedtigators. If blinding was
considered unnecessary to reduce bias for some or al of the observations,
explan. If blinding was considered desirable but not feasible, discuss reasons
and implications.

9.4.7 Prior and Concomitant Therapy: Describe which drugs or procedures were
alowed before and during the study, whether and how their use was recorded,
and any other specific rules and procedures related to, permitted, or prohibited
regarding concomitant therapy. Discuss how the dlowed concomitant therapy
might affect outcome and how independent effects of concomitant and study
therapies could be ascertained .

9.4.8 Treatment Compliance: Describe measures taken to ensure and document
treatment compliance.

Efficacy, Intermediate Endpoint and Safety Variables: At present, efficacy in cancer
chemoprevention trids is defined as measurements of histologica lesions (mdignant
tumors, generaly accepted premdignant tumors), including Size, incidence, multiplicity
and latency. For example, decreased Size of exigting colon adenomatous polyps or time
to occurrence of a second primary cancer in the contralatera breast would be
considered efficacy endpoints. Intermediate biomarkers other than accepted
premaignant tumors are consdered separately, Since these have not been validated as
surrogate trid endpoints (or surrogate endpoint biomarkers, SEBs) for cancer.
Examplesinclude proliferation biomarkers (PCNA, ODC synthess), differentiation
biomarkers (cytokeratins), genetic biomarkers (p53 mutations), biochemica
biomarkers (PSA), and histological biomarkers (colonic aberrant crypts).

9.5.1 Efficacy, Intermediate Biomarker, and Safety Measurements Assessed and
Flow Chart: Describe specific efficacy, intermediate biomarker, and safety
variables that were assessed and laboratory tests that were conducted
(indluding aligt of norma ranges), their schedule, the methods for measuring
them, and the persons respons ble for the measurements. Report any changesin
personnd carrying out critical measurements. It is usualy hdpful to display
graphicaly the frequency and timing of efficacy, intermediate biomarker and
safety measurements.
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953

954

Explain in full any definitions used to characterize outcome. Describe any
techniques used to standardize or compare results of [aboratory tests or other
clinica measurements. Identify anyone other than the investigator who was
responsible for evauating clinica outcomes. Fully describe procedures used,
induding means of maintaining blindness and centraizing readings and
measurements.

Describe the means of obtaining adverse event data, and any rating of adverse
events (e.g., grade, relationship to drug) by the investigator, sponsor, or
externd group. Five the criteriafor such ratings, if any, and clearly identify the
parties responsible for the ratings. If efficacy or safety was assessed in terms of
categorica ratings or numerica scores, provide the criteria used for point
assgnment (e.g., NCI Common Toxicity Criteriagrading for safety assessment;
pathologic grading of tumors for efficacy assessment).

Appropriateness of Measurements: If the efficacy, intermediate biomarker or
safety assessments were not standard, i.e., widely used and generdly
recognized as reliable, accurate and relevant, document their reliability,
accuracy, and relevance. Part of the intermediate biomarker assay vaidation
report could be used. Justify any assessment of an intermediate biomarker asa
potentid surrogate efficacy endpoint.

Primary Efficacy and Intermediate Endpoint Variable(s): Clearly specify
primary measurements and endpoints used to determine efficacy. If the protocol
did not identify primary variables, the study report should explain how these
critica variables were sdlected and when they were identified. Describe any
efficacy threshold defined in the protocol.

Clearly specify measurements and endpoints considered as intermediate
biomarkers. If the protocol did not identify the primary variables, explain how
these critical variables were selected and when they were identified.

Drug Concentration Measurements. Describe drug concentrations measured
and sample collection times and periods in relation to timing of drug
adminigration. Address any relation of drug administration and sampling to
ingestion of food, posture, and possible effects of concomitant
medicatior/acohol/ caffeine/nicotine. Describe how the biologicad sampleis
measured, handling of samples, and method of measurement used, referring to
published and/or interna assay vaidation documentation for methodological
details. Where other factors are believed important in ng
pharmacokinetics, specify timing and plans which were used to measure these
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9.7

9.8

Section 10.0

10.1
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factors.

Data Qudlity Assurance: Briefly describe implemented quaity assurance and quality
control systems;, state if none were used. Document inter-laboratory standardization
methods and quality assurance procedures, if used, under Appendix 17.1.10. Describe
geps taken a the investigation Site or centrally to ensure use of standard terminology
and collection of accurate, consistent, complete and reliable data. Note whether
investigator meetings or other steps were taken to prepare investigators and standardize
performance. If the sponsor used an independent interna or externd auditing
procedure, mention here and describe in Appendix 17.1.8; provide audit certificates, if
avalable, in the same gppendix.

Statigtical Methods Planned in the Protocol and Determination of Sample Size

9.7.1 Satigicd Anaytica Plans. Describe gatistica anayses planned in the protocol
and any changes made before outcome results were available. Emphasis should
be on which analyses, comparisons, and statistical tests were planned, not on
which were actudly used. Describe any planned reasons for excluding from
analyss subjects for whom data are available. Identify any subgroups whose
results were to be examined separately. Clearly define categorica responses
used in analyzing responses. Described planned monitoring of study results.

9.7.2 Deermination of Sample Size: Provide planned sample size and the basisfor it.
Give methods for sample size calculation, together with thelr derivations or
source reference. Give estimates used in the calculations, and explain how they
were obtained.

Changesin the Conduct of the Study or Planned Anadyses. Describe any changein
conduct of the study or planned andyses indtituted after the start of the study. Briefly
discuss possible implications of change(s) for interpretations of the study in this section,
and more fully in other gppropriate sections of the report.

STUDY SUBJECTS

Subject Digposition: Provide a clear accounting of al subjects who entered the

study, using figures or tables, in the text of the report. Provide the numbers of subjects
who were randomized and who entered and completed each phase of the study (or
each week/month of the study), aswell as reasonsfor al post-randomization
discontinuations, grouped by treatment and by major reason. Make clear if subjects are
followed for the duration of the study, even if drug is discontinued. In Appendix 17.2.1,
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Section 11.0

111

11.2
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list al subjects discontinued from the study after enrollment, broken down by center
and treatment group, giving a patient identifier, the specific reason for discontinuation,
the treatment (drug and dose), cumulative dose (where appropriate), and the duration
of treatment before discontinuation. Note whether or not the blind for the patient was
broken at the time of discontinuation.

Protocol Deviations: Describe important deviations related to study inclusion or
exclusion criteria, conduct of the trid, patient managements or patient assessment. In
the body of the text, gppropriately summarize protocol deviations by center, grouped
into different categories.

EFFICACY EVALUATION

Data Set Andyzed: Define exactly which subjects were included in each efficacy
andlyss. It should be clear, if not defined in the study protocol, when and how
inclusion/exclusion criteria for the data sets analyzed were developed. Provide a tabular
liging of al subjects, vigts, and observations excluded from the efficacy analys's
provided in Appendix 17.2.3. Analyze reasons for exclusions for the whole treatment
group over time.

Demographic and Other Basdline Characteristics: Present group data for the critical
demographic and basdline characteristics of the subjects, as well as other factors arising
during the study that could affect response, in this section. Provide a diagram showing
the relationship between the entire sample and any other andysis groups. Critica
variables, depending on the specific nature of the disease and on the protocol, will
usudly indude:

11.2.1 Demographic variables of age, sex and race.

11.2.2 Disessefactors:
. Specific entry criteria (if not uniform), duration, stage and severity of
disease, and other clinical dassfications and subgroupings in common
usage or of known prognostic sgnificance.

. Basdine vduesfor critica dlinica measurements carried out during the
study or identified as important indicators of prognos's or response to
therapy.

. Concomitant illness at trid initiation.

. Rdevant previousillness.

. Relevant previous trestment for illness trested in the Study.

. Concomitant trestment maintained, even if the dose was changed during

the study; treatments stopped at entry into the study period (or changed
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a dudy initiation).

11.2.3 Other factors that might affect response to therapy.

11.2.4 Other possbly relevant variables (e.g., smoking, dcohoal intake, specid diets,

mengtrud datus).

In addition to tables and graphs giving group data for these basdine varigbles,
present rlevant individua patient demographic and basdine data, including
laboratory vaues, and al concomitant medication for dl individua subjects
randomized (broken down by treatment and by center for multicenter studies)
in by-patient tabular ligingsin Appendix 17.2.4.

Measurements of Trestment Compliance: Summarize measurements of compliance of
individua subjects with the trestment regimen under study and drug concentrations in
body fluids, andyze by treatment group and time interval, and tabulate in Appendix

17.2.5.

Efficacy Results and Tabulations of Individua Petient Data

1141

11.4.2

Andyss of Efficacy: Compare trestment groups for al critical mesasures of
efficacy, aswdl as benefit/risk assessment(s), in each patient where these are
used. The andysis should show the size (point estimate) of the difference
between trestments, the associated confidence interva, and, where used, the
results of hypothesistesting. If critical measurements or assessments of efficacy
or safety outcomes were made by more than one part, show overal differences
between the ratings and identify each patient having disparate assessments.

Statigica/Andytica Issues: In the text of the report, describe the Satitical
andysis used; present detailed documentation of Satistica methodsin
Appendix 17.1.9. Discuss important festures of the analys's, including particular
methods used, adjustments made for demographic or baseline measurements or
concomitant thergpy, handling of dropouts and missing data, adjustments for
multiple comparisons, specid anadyses of multicenter studies, and adjustments
of interim anayses. Identify changesin andyss made after blind-bresking. In
addition to the generd discussion, address the following specific issues (unless
not applicable):

11.4.2.1 Adjusmentsfor Covariates. Explain selection of and adjustments for
demographic or baseline measurements, concomitant therapy, or any
other covariates or prognostic factors in the report, and include
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1143

11.4.2.2

114.2.3

11424

11.4.25

11.4.2.6

11.4.2.7

11.4.2.8

methods of adjustment, results of analyses, and supportive
information in the detailed documentation of satistica methods.

Handling Dropouts or Missing Data: Factors that may affect dropout
rates include duration of study, nature of disease, efficacy and
toxicity of drug under study, and other factors that are not therapy-
related.

Interim Analyses and Data Monitoring: Describe interim anaysesin
full, as well as operating ingtructions or procedures used for such
anayses. Describe data monitoring without code-breaking.

Multicenter Studies. Present individua center results; note and
discuss extreme or opposite results among centers.

Multiple Comparisong/Multiplicity: For more than one primary
endpoint or more than one anadysis of a particular endpoint, or
multiple trestment groups or subsets of the patient population being
examined, the gtatistical andys's should reflect awareness of this and
explain.

Use of an “Efficacy Subsat” of Subjects. Subgtantid differences
resulting from the choice of patient population for andysis should be
the subject of explicit discusson.

Active-control Studies Intended to Show Equivaence: The andysis
of active-control studies should show the confidence interva for
comparison between two agents for critical endpointsand relate
that interva to the prespecified degree of inferiority consdered
unacceptable.

Examination of Subgroups: A prior hypothesis of a differentid effect
in a particular subgroup and its assessment, where gpplicable, should
be part of the planned statisticd analysis.

Tabulation of Individud Response Data: Present individua response data and
other rdlevant study information in tables. The study report should indicate what
materid isincluded as an Appendix, whét isin the more extensve archival case
report tabulations, and what is available on request.
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11.4.4 Drug Dose, Drug Concentration, and Relationships to Response: When the
dose for each patient can vary, the actua doses received should be shown and
individual patient’s doses should be tabulated. Also tabulate drug concentration
information, if available (Appendix 17.2.5), and andyze it in pharmacokinetic
termsrelated to pharmacodynamic or adverse effect response. Provide
individud patient, patient ranges, and patient mean vaues for sandard
gpplicable pharmacokinetic parameters such as C,,, and C,;, for steady state
determinations, peak concentration (C,,), time to reach peak concentration
(tmad), @eaunder the curve (AUC) , dimination rate constant (kg ), plasma half-
life (t,,,), volume of digtribution (V), and plasmaand renal clearance (Cl, and
Cl).

11.4.5 Drug-Drug and Drug-Disease Interactions. Describe any gpparent relationship
between response and concomitant therapy, and between response and
past/concurrent illness.

11.4.6 By-Peatient Displays: Individua patient data can be displayed in tabular listing as
well as other formats.

11.4.7 Efficacy Conclusons: Important conclusions concerning efficacy should be
concisely described.

Section 120 INTERMEDIATE BIOMARKER EVALUATION

Intermediiate biomarkers are measurable parameters (histological, genetic, differentiation,
proliferation or biochemical) which precede the formation of amaignant tumor. Biomarkers
may be evduated in dinicd tridsin three sages. The purpose of the first sageisto identify and
evaluate biomarkers as predictors of increased cancer risk, i.e., to establish the role of the
biomarker in the etiology of the neoplasia under sudy. Thisinvolves determining if the
biomarker is expressed differently in norma and high-risk tissue, ison or closdy linked to the
causal pathways for the cancer, can be measured quantitatively, reliably and accurately, and has
ashort latency compared to cancer. The next stage is to determine if the biomarker can be
modulated by potential chemopreventive agents. Modulation by the study drug vs. placebo
would then be evauated as described above for efficacy. The fina stage, vdidation of the
biomarker as a surrogate endpoint for cancer in future trids, establishes that modulation of the
biomarker correlates with decreased cancer incidence or increased latency. Only the sections
below which apply to the stage of biomarker evaluation in a pecific trid need to be included.

12.1  Applicability of Intermediate Biomarkers as Indicators of Increased Cancer Risk in
Clinicd Trids If not presented previoudy, address sections (12.1.1-12.1.2) as
discussed under efficacy evaduation (11.1-11.2). If both efficacy and
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intermediate biomarkers were eval uated, the data sets may be
different; for example, enough tissue may not be available for
measurement of al biomarkersin each patient.

12.1.1 Data Set Anayzed.

12.1.2 Demographic and Other Basdline Characteristics.

12.1.3 Andysisof Intermediate Biomarkers: The following questions should be
addressed in this section.

12131

12.1.3.2

12.1.3.3

12.1.34

How easily can the biomarker be measured? Biomarkers that can
be measured in tissues obtained by noninvasive techniques (sputum,
urine, blood, mucosa brushings) and in smdl tissue specimens will
be easier to obtain and are thus superior for use in chemoprevention
sudies. Thismay prove to be an important consideration for
monitoring hedthy individuas

At what stage of carcinogenesis does the biomarker appear?
The earlier ardiable biomarker (short latency) appearsin the
carcinogenic process, the greater the chance for successful
intervention with resultant decreased cancer risk. Premdignant
lesions are well-established precursors of cancer development;
however, it is desirable to identify biomarkers that are manifest a
earlier stages to maximize the probability of reversing the process.

Isthe role of the biomarker in the etiology of neoplasia established?
Can the progression of the biomarker from normal tissue to
premaignant leson to cancer be shown in atempord fashion?
Idedlly, the biomarker should be differentidly expressed in norma
and high-risk tissue. In some cases, it will be absent in normal tissue
and present in high-risk tissue (e.g., premdignant lesons); the
biomarker may be present a even higher levelsin maignant tissue,
but not necessarily. In some cases, adifferent form may be present
in precancerous tissue (e.g., colonic ODC), or lower or absent
expression of the same form may occur (e.g., tumor Suppressors).

How quantitative is the correlation between biomarker levels and
cancer risk? Does the risk of cancer corrdate with marker
expression; does biomarker expression or the pattern of expression
correlate directly with increased risk?



12.2

12.3

12.1.3.5 How reproducible are the experiments demondirating the
rel ationship between the biomarker and carcinogenesis?

12.1.3.6 How sengtiveisthe biomarker for predicting cancer risk?
The sengtivity of the biomarker refers to that proportion of the
population who exhibit the biomarker or have increased levels of the
biomarker and later develop cancer or progression of premalignant
lesions. The higher the rate a which the marker gppearsin a
population or in premdignant lesons, the higher its estimated
sengtivity and predictive vaue.

12.1.3.7 How specific isthe biomarker for predicting cancer risk? A
biomarker that is uniquely associated with a specific target tissue or
tumor type may be consdered to have more utility or predictive
vaues for the purposes of intervention studies than one with wider
occurrence. Also, expression of some biomarkers (e.g., growth
factors and receptors) may increase during norma growth; they are
thus nonspecific for cancer.

12.1.4 Satigica/Andyticad Issues: Address this entire section if it was not discussed
under efficacy or if datisticd issues differ from the efficacy evauation (see
11.4.2).

12.1.5 Tabulation of Individua Response Data: See Section 11.4.3.

12.1.6 By-Patient Displays. See section 11.4.6.

12.1.7 Conclusions. Concisely describe important conclusions concerning prediction of
increased cancer risk by intermediate biomarkers.

Modulation of Intermediate Biomarkers by the Study Drug
12.2.1 Data Set Andyzed: See Section 11.1.
12.2.2 Demographic and Other Basdline Characteristics. See Section 11.2.

12.2.3 Measurements of Treatment Compliance: See Section 11.3.

Intermediate Biomarker Modulation Analysis and Tabulations of Individud Patient Data

12.3.1 Andyssof Intermediate Biomarker Modulation: Compare treatment groups for
al intermediate biomarkers measured in each patient where these are used. The
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andyss should show the Sze (point estimate) of the difference between the
treatments, the associated confidence interval, and, where used, the results of
hypothesis testing.

12.3.2 Statigtica/Andytica Issues. See Section 11.4.2.
12.3.3 Tabulation of Individud Response Data: See Section 11.4.3.

12.3.4 Drug Dose, Drug Concentration, and Relationships to Response: See Section
11.4.4.

12.3.5 Drug-Drug and Drug-Disease Interactions. Describe any apparent relationship
between intermediate biomarker response and concomitant therapy, and
between response and past/concurrent illness.

12.3.6 By-Patient Displays. Individud patient data can be displayed in tabular liing as
well as other formats.

12.3.7 Conclusons Concisdy describe important conclusons concerning modulation
of intermediate biomarkers.

Vadlidation of the Intermediate Biomarker as a Predictor of Cancer Risk
12.4.1 Data Set Andyzed: See Section 11.1.

12.4.2 Andyssof Intermediate Biomarker Vaidation: Does modulation of each
intermediate biomarker result in decreased cancer risk (e.g., decreased
incidence, recurrence, multiplicity or increased latency)? For example, ahigh
frequency of micronucle (chromosome or chromatid fragments produced in
proliferating cells as aresult of clastogeness) correlates with cancer risk in
humans. However, suppresson of micronucleus formation by chemopreventive
agents did not result in asgnificant reduction in premaignant esophaged lesons
in one study. Thus, use of this biomarker was not vaidated as a surrogate
endpoint for increased cancer risk.

12.4.3 Statigtica/Andytica Issues. See Section 11.4.2.

12.4.4 Tabulation of Individua Response Data: See Section 11.4.3.

12.4.5 Drug Dose, Drug Concentration, and Relationships to Response: See Section
11.4.4.

12.4.6 Drug-Drug and Drug-Disease Interactions: Describe any apparent relationship



Section 13.0

between efficacy/biomarker response and concomitant therapy, and between
response and past/concurrent illness.

12.4.7 By-Patient Displays. Individua patient data can be displayed in tabular liing as
well as other formats.

12.4.8 Conclusions. Concisely describe important conclusions concerning correlaion
of efficacy result with modulation of intermediate biomarkers.

SAFETY EVALUATION

In the following sections, three kinds of analysis and display are caled for:

Summarized data, often using tables and graphica presentationsin the main body of the
report;

Ligtings of individud petient data; and

Narrative statements of events of particular interest.

In dl tabulations and analyses, display events associated with both test drug and control
treatment.

131

13.2

Extent of Exposure: Characterize extent of exposure to test drugs/investigationa
products according to number of subjects exposed, duration of exposure, and dose to
which they were exposed. It is assumed that al subjects entered into trestment who
received a least one dose of the trestment are included in the safety andysis, if not,
provide an explandtion.

Adverse Events (AES)

13.2.1 Brief Summary of Adverse Events. Describe the study’ s overdl adverse event
experience in a brief narrative, followed by supporting detailed tabulations and
analyses. Provide copies of reports of serious adverse events and deaths, and
related follow-up reports expeditioudy submitted by the Sponsor to FDA via
telephone or in writing, in Appendix 17.2.7.

13.2.2 Digplay of Adverse Events. Display adverse events occurring after initiation of
Sudy trestments in summary tables. Tables should include changesin vitd Sgns
and any laboratory changes considered serious adverse events under NCI and
FDA criteria (fatd, dl life-threatening events, any serious adverse event that
results in hospitaization, a congenita anomaly, or a permanently disabling
event) or other sgnificant adverse events (marked hematological or other
laboratory abnormadlities, events that required intervention). The tables should
list each adverse event, the number of subjects in each trestment group in
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whom the event occurred, and the rate of occurrence. Subsequent analyses of
the study or of the overall safety database may help to distinguish between
adverse eventsthat are, or are not, considered drug related.

Provide an additiond summary table comparing trestment and control groups,
without the patient identifying numbers and limited to reaively common adverse
events, in the body of the report.

13.2.3 Andyssof Adverse Events. Use the basic display of adverse event rates
described in section 13.2.2 of the report to compare ratesin treatment and
control groups. A variety of andyses may be suggested by study results or by
pharmacology of test drug/investigationd product.

13.2.4 Liding of Adverse Events by Patient: List al adverse events for each patient,
including the same event on severd occasions, in Appendix 17.2.7, giving both
preferred COSTART term and the origina term used by the investigator.

13.3 Desths, Other Serious Adverse Events, and Other Significant Adverse Events

13.3.1 Lidting of Degths, Other Serious Adverse Events, and Other Significant
Adverse Events. Provide listings that contain the same information as cdled for
in section 13.2.4, for the following events.

13.3.1.1 Deahs Lig dl deeths during the study by patient in section 15.0.

13.3.1.2 Other Serious Adverse Events: List dl serious adverse eventsin
section 15.0.

13.3.1.3 Other Significant Adverse Events: List marked hematologicad and
other laboratory abnormdities, and any events thet led to an
Intervention, other than those reported as serious adverse events, in
section 15.0.

13.3.2 Narrétives of Degths, Other Serious Adverse Events, and Certain Other
Sgnificant Adverse Events: Provide a brief narrative describing each degth,
other serious adverse events, and other significant adverse events judged of
gpecid interest dueto clinical importance.

13.3.3 Anayssand Discussion of Degaths, Other Serious Adverse Events, and Other
Sgnificant Adverse Events: Assess the significance of degths, other serious
adverse events, and other significant adverse events leading to withdrawad, dose
reduction, or ingtitution of concomitant therapy, with respect to safety of test
drug/investigationd product.
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13.4  Clinicd Laboraory Evduation

13.4.1 Liging of Individua Laboratory Measurements by Patient (Appendix 17.2.8)
and Each Abnorma Laboratory Vaue (section 15.0): Provide a by-patient
ligting of dl laboratory vaues outsde of normd range for the facility in section
15.0.

13.4.2 Evaduation of Each Laboratory Parameter: Provide the following andyses. For
each analys's, compare treatment and control groups, as appropriate and
compatible with study size, and norma |aboratory ranges.

13.4.2.1 Laboratory Vaues Over Time: For each parameter at each time
over the course of the study, describe group mean/median vaues,
range of vaues, and number of subjects with abnorma vaues.

13.4.2.2 Individud Patient Changes Give an andysis of individud patient
changes by trestment group. A variety of approaches may be used,
including tables or graphs.

13.4.2.3 Individud Clinicdly Sgnificant Abnormdities: Discuss dinicaly
sgnificant changes, and assess the sgnificance of the changes and
likely relation to trestment.

13.5 Vitd Sgns, Physicd Findings, and Other Observations Related to Safety: Andyze vitd
sgns, other physicd findings, and other observations related to safety, and present
samilarly to laboratory variables. Pay particular atention to changes not evaluated as
efficacy variables and to those considered to be adverse events.

13.6 Safety Conclusons: Review overdl safety evauation of test drug(s)/ investigationd
product(s). Identify subjects or patient groups at increased risk. Describe implications
of safety evauation for possible uses of the drug.

Section 14.0 DISCUSSION & OVERALL CONCLUSIONS

Briefly summarize and discuss efficacy, intermediate biomarker, and safety results of the study
and relationship of risks and benefits, referring to tables, figures, and sections above as needed.
Do not smply repest the description of results nor introduce new results. Discussion and
conclusons should dearly identify any new or unexpected findings, comment on their
sgnificance, and discuss any potentia problems.

Section 15.0 TABLES, FIGURES, AND GRAPHSREFERRED TO BUT NOT
INCLUDED IN TEXT
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Present important demographic, efficacy, and safety datain summary figures or tablesin
the text of the report. However, if these become obtrusive because of size or number,
present them here, cross-referenced to the text, dong with supportive or additional
figures, tables or listings (e.g., Narratives of Degths and Other Serious or Significant
Adverse Events, Abnorma Laboratory Vaues by Peatient).

Section 16.0 REFERENCE LIST
Provide alig of articles from the literature pertinent to the sudy evauation.

Section 17.0 APPENDICES

Preface this section by afull list of Appendices available for the study report, clearly
indicating those Appendices that are submitted with the report.

17.1  Study Information
17.1.1 Protocol and protocol amendments.
17.1.2 Sample case report form (unique pages only).

17.1.3 Lig of IRBsand representative written information for patient and
sample consent forms.

17.1.4 List and description of investigators and other important participants
in the sudy.

17.1.5 Sgnaturesof principa or coordinating investigator(s) or Sponsor’'s
responsible medica officer.

17.1.6 Liging of subjects receiving test drug(s)/investigationd product(s)
from specific batches, where more than one batch was used.

17.1.7 Randomization scheme and codes.
17.1.8 Audit cetificates.
17.1.9 Documentation of gtatistica methods.

17.1.10 Documentation of inter-laboratory standardization methods and
quality assurance procedures.
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17.1.11 Publications based on the study.

17.1.12 Important publications referenced in the report.
17.2 Patient DataListings

17.2.1 Discontinued subjects.

17.2.2 Protocol deviations.

17.2.3 Subjects excluded from the efficacy anayss.

17.2.4 Demographic data.

17.25 Compliance and/or drug concentration data

17.2.6 Individua efficacy response data.

17.2.7 Adverse event ligtings (each patient).

17.28 Liging of individud laboratory measurements by patient.
17.3 Representative Set of Case Report Forms (CRFS)

17.4  Individud Patient Data Litings

Page 23 of 23



